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(57) Abstract: A phenol derivative represented by the following gen- 
eral formula (I), a pharmacologically acceptable salt of the derivative, 
or a prodrug of either. They have human SGLT inhibitory activity and 
are useful as a preventive or therapeutic agent for diseases attributable 
to hyperglycemia, such as diabetes, postprandial hyperglycemia, im- 
paired glucose tolerance, complications of diabetes, and obesity. In the 
chemical structural formula, R^ and R^ each represents H, OH, NH2, 
etc.; R^ and R"^ each represents H, OH, halogeno, optionally substi- 
tuted alkyl, etc.; ring A represents aryl or heteroaryl; and G represents 
a group represented by the following general formula (G), wherein E^ 
represents H or F and E^ represents H, F, methyl, etc. 

(57) ^J^: *f§BJfi, t hSGLT;SttPfil=<tffl^f§iiL. SIJS 
So itmmi&^^s R^atfRMiH. OH. NH2S«;R^Xt/R^(* 

H, OH, /\a^>m^s a^RrT;u^;i/Si|;«AfiTU— ;b 

&^\t^^ UT') — ;i/S;GfiTlB-lte5e(G)a $+LSS;EHiHXfiF;E2fiH, FXfi> ^;uS^^^-r o 
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5 mm^m 

15 WRWf 

. mmmmm\zu-^^n^-^mmmm>^^m-^nx\^^t>\ -^'^uuyvu~)\^'^ 
t;2#M) o ^\z\x. mm^wM'^^^'^mm\zWit^^<(r^m.'¥m^\%. ^mm 

^r-r^ \^mz\mmT=yY—>'7s. 7.)\^i!r^^)\^^vTmz\-mM.m. -r>7.u> 
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(Dm<t\zm\ ^izmmmmmmmrFm-^mm-^nxi^^^o 

^fc. wmiz^^^xj^mu^^jizi-7.<Dnm^^mm-r^^ti:mm(Dm 

SGLT2 ('^hV^Am.^^C^JVZ}-7.nixmi^2) ^m^V. ;I<DSGLT2 

^^^mi^^m-^rirz^^ji^-x(Dnmmz±tvxm-¥Lx^^^z:h^m^'^ti 
T^/i'g) TiB^i^ 7 mm) o "ttiix. t h s G L T 2 ^mmr^ z. t iz^ 

m^<Dmm\zmm&T^^m(Dmmmmiz%mmx;^^t^^ibn^o 
20 mmmi^ i ) ;^^'^¥ffiT^ z. L^m 'btixi^^o ^rc. t h s g l t i ©^t^^e^ms 

5&^'$g^$nT*3 D (M^f^, TIH^^SX 8 ~ 1 0 #M) , SGLTl <h 

h-7.(Dmizm^-t^^t^mm-^nx^^^ m^it. rrnxmi ii^n 
1 2 mm) o mplx. o l e t f ^ >:/ h^x hi/y h y> >mmmmm ^yh\z 

^t^mm-^nxi^^^ mxit. yrnxmi 3Rzsi4mm) » «sm?is# 

LT l(DmRNA^Ma;^>^'i«^iiLTt/i^^i)&WS$nT{.i^ (^«J;1«\ Tmx 
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m 1 5 #M) o ^nm. t h s g l t i ^mm-r^ utiz^o ^i^mr^D^'jin-T. 

:^mmmm<DyjLy-)mmmt±<mmts:<t^mx^Ki. ^mmmm^sGi. 
i^mT^MMtLxmmx$>^ titi^'brn^-^nx^^ui^^ 

10 : The Diabetes Control and Complications Trial Research Group, r N. 

Engl. J. Med. j. 1993^9^, 1132 9#, ^14^, p. 977-986; 

: UK Prospect ive Diabetes Study Group, T ^y-^zyh (Lancet) j , 
1998^9^, B352#, ^9131-^, p. 837-853; 

xms : r [f^^m ' mmmm j, 2001^11^, ^i3#, m 

15 5^, p. 534-542; 

: Jean-Louis Chiasson, ^5^, T ^>-fe^y h (Lancet) j , 200 
2¥6^, ^3 5 9#, ^9 3 2 3-^, p. 2 0 7 2-2 0 7 7; 

: /hi^^;^, ^3^, r B^^m • -km^^m j , 1 9 9 2¥, ^4 5 
m, mi^, p. 2 7 ; 

20 :^M6 : Luciano Rossetti, ^4^5, T J. CI in. Inves t. j , 1 9 8 7^5>^, 
^79 #, p. 1510-1515 

:5:ijt7 : YoshikatsuKanai. :^4^. r j. Clin. Invest, j , 1 9 94^1^, 
^9 3m, p. 3 9 7-4 0 4 

■zms : mmfSM. ^i^, r Ms^^isim mm.mm^mi^o~x j , i 9 

25 9 8^, mi 9-%, p. 552-554; 

xm9 :^mm.^L ^2^, ^ mmm^ ] . 1 9 9 6¥i^, ^5 1#, ^1 

^, p. 8 4-9 0; 

^mi 0 : ±m.^m. m^, r a^^em^ j , 1 9 9 7^8.^, ^5 5#, b 
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8^, p. 2131-2139; 

:xmi 1 : ^#$f:^. r wiim.m j , 1 9 9 s^i 2^, ^4 sm, mmmvi 

p. 232-237; 
^^1 2 : E.Turk, ^4^S, r (Nature) J, 199l¥3^, ^ 

5 350 #, p. 354-356; 

Xfskl S mitsi^ ^5^, r Diabetologia J , 1 9 9 8¥, ^4 1#, 
p. 1459-1466; 

XMl 4 ; J.Dyer, ^5^, T Biochein. Soc. Trans, j, 1997^, ^25 
#, p. 4 7 9 S ; 

10 :$CM.l 5 : J.Dyer, ^4^, r Am. J. Physiol, j , 2 0 0 2^2^, ^2 8 
2m, ^2-^, p. G241-G248 

15 rnvtci^^. TIE— (I) i:m^f\^^^n(Dyx.j-)vmmm^. tiho^p 

<thSGLTl mS/X.\^ S G L T 2 ia*?gf4^3^ii b, JfaM±#SP$W-^ffl^ 

[1] tib-isjC (I) Tm-^n^y:iLy-)mmi^^rcit^(Dmm^mizff^^ 




25 
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ray (c,.6t;wi/) ap {c^^r)Vu^iy) tFP^v- (c,.6T;i/r3 

10 ^ tyx«i^ (c,.6t;ww t^/ (c,.6t;I/3^>') c^^iy^u7)v^)v 
C3.r>i7 0T;P4^;i/-o-. C3.7S>i:7DT;wi/ (c,_gT;i/^;u) xtic 

C2^r;i/^-;U», C2.6T;1-4^::i;US, C,^T;i/n=^S/», Ci^7)V^z:.)V't^iy 

15 c,.^7)V^)V^^m. c^.,7)V^=L)v^'^m. nu (c,.6t;WI/) /\p 

20 {C,.,7)V^)V^^) C2.7T;i/n^~>;^j;i/7!^:^;P», C2.7T;1/p4^v;^7;U^— 
;i/ {C,.,7)V^)V) Ci.,7}Vu^zyti)V^-:=^)V (C,.,7)Vdr-)l) 

^JV^^) C,^7 ^ C,.,7 )V^)V7.)V-;t^~)Vm. -u- 

V-W-N (R^) -Z, X«Mi^»<hL.TTIBe^»S¥a7j>^^il^$n^fi:t 
25 <Z)S^l~3f@WbT(/iTt)cfcViTSBfii^S (i) ~ (xxv i i i) T'^O ; 
(i) C^^^7^)-)Vm. (i i) C6.,oTU-;U-0-, (i i i) Ce-.o^U-;!/ 

-S-, (iv) C6-,o^u-;u (c,.57;i'4^;w (v) c,.,,7^)-)V (c,.6 

T;Pn^v) (v i) Ce-.oT'J-JI/ (C,.6T;i^=ir;i'^^) (v i i) ^7=- 
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DTU-;i/S, (v i i i) ^5=-nTU-;l/-0-, ( i x) ^7"nTU-;U-S 

(x) ^"tutv—ji (c,.,rji^)i) (x i) ^5^d7U-;i/ (c,.,r 

;i/Zi^v) (x i i) ^5=-PTU-;U (C,.gT;i/^;i/^:^) (x i i i) 

C3.r>^i='T;u^;i/a, (x i v) C3.r>^aT;i-^>'i'-o-> (xv) C3.r>^ 

5 ur)l^)V-S-. (x V i) C3.r>^DT;i/4^;l/ (c,.6T;1/+;p) (xvi 
i) C3.r>^aT;Wl/ (C,.sT;Pn:^v) X. (xv i i i) C3.r>i7Dy;i/^ 
;i/ (C,.,y)l^)l^^) (x i x) 'N^^Di^^DTJWl/*, (xx) ^"rn 
iy^uyjl^Jl-O-. (xx i) ^^Uzy^nyjU^)l-S-. (xx i i) ^ 
y=-nzy^U7)]^:^JV (C,^7;WW (xx i i i) ^y^niy^ uyjl^J]/ ( 

10 c.Hir;!/^^^) (xx i v) ^T-uzy^nrjv=¥Ji (c^.,r)u^jv^:t) m 
. (xxv) ^mmmmrs.ym. (xxv i) ^mmmv^T^y ic,.,r)i^)v 

) (xxv i i) ^mmw^tr^/ (c,,,r)v^^iy) »xn (xxv i i i 

Wti. -co-, -SOj-, -C (=NH) -X\t^m^1!$>K) ; 

20 ->:^;i/5}^^;u) 4^;i/^;u»> -R\ -cor\ -so,r\ -con (r*^) 

R", -CSN (R<=) R^ -SO^NHR'Xa-C (=NR^) N (R") R'X'$>K) 

9 

f£^CD»^ l~5f@WbTt/iTfeJ:t.iC,.6T;i/^;i/»> XitTftmi^SUai^^i^m 
25 ^$nSffiS(D«^l~3^@#LTViTfecfcvmBHi^S (xx i x) ~ (xxx 
i i) T^O ; 

(xxix) C6.,o7U— (xxx) ^T-DTU— Jl'S, (xxxi) C3.7 
iy^nyjV^Jl^XU (xxxi i) ^^niy^ UTJl^Jl^ 
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l~3j@WbTliTfecfc(^iTfB«^S (xxx i i i) ~ (xxx v i) T^D ; 
10 (xxx i i i) Ce-io^'J"'"^*^ (x x x i v) ^T^PT U— (xxxv 
) C^.jzy^UT)V^)Vm'X\^ (xxxv i ) ^^ui^^ n7)U^)Um 

RK R':sLZSRHt. "i^iLLx. 7K^j^^, i^rym. :^)W'<'E^jim. c^.^t 

R'^SLZSR'^m^^i^xmmt^^mm'i'hmz. rtmm&m a ^m^-^n 
20 mA\t. c,.,,7v-)imx\it^^uro-)iMx^rt ; 

Git. ^ 




OH 



xm-^n^&X&iQ ; 



25 



wo 2005/095429 



PCT/JP2005/006702 



8 

,.6r;wu) /no (c,.5y;un=^v) t:HP^'> (c,.g7;wi/) c 

2_,r;i'34^v:^»;i/5j^-;i/ (c,.6T;p4^;1/) tHn4^-> (c,.6t;I/3:^^>') 

^ji) 7^ym. "Eyxu-y ctHp^^v (c^^7jv=¥M d r^ya, c,.6t;I/ 

^y (c,.6t;L'^;1/) C2_,y;ni^>/;^j;i/4^-;us. xjI/^t 

^-f;i/S. ms-coN (R") R' 

10 C«^S#/33 

(c,.6t;I/p^v) /\P (Ci.eT;!-^^^;!/^^) tFp^^s/ (c,.6t;1/p=^^ 

tHP^v (c^.,7Ji^ji^^) T^y (c,^t;I/p4^v) 
y (c,.eT;u^;i/5^:t) S> "eyx^ti^ (c,.6t;u^;I/) r^ya, ^yx«>? c 
15 tFp+v (c,.,T)i^)i) ] T5y», ^u^\^m. x;i/:7T$hm ^yxfi 
>^ (c,.6t;u^;|/) -i^iz-fFS. ^yxfss^^ ctHp^^s^ (c,.5t;i/+;1/) ] 
-rH», ^:yxti>^ (c,^y;wu) x;i/:7z^KS. ^yx^v ctHp+v ( 
c,^t;wu) ] x)vyyB.\^m. C2.^ri^JlT^yM. T^y (C2.7Tv';1/T^ 
y) c,.6t;wi/x;1/:^^::i;1/S, c,.6T;i/^;ux;i/7j^-;uT5y«, :^7;i//\'^: 
20 -r;u (c,.fiT;i/^;i/x;i/7jN-;i/T^y) c,.,t;pp^v;^7;U3J^ 

-CON (R") R\ S:D^mSmS<hbTtfifBgi^S^a/0^^,ii^$n'5 
{i:tOS€r l~3f@Wl^TViTfed;ViTtHK^a (xxxvii)~(xxxxv 
i i i ) ; 

(xxxvi i) C6.,oTU— ;i/S> (xxxvi i i) Cg^o^ 'J -^l^-0-> ( 
25 XXX i x) Cs-.oTU-;!/ (C,.,7JVu^iy) (xxxx) C6.,oTU— ;i/ (C 
,.6T;1/^;1'^^) (xxxxi) ^T^PTU— (xxxxi i) 
T'J— ;i/-0-, (xxxxi i i) C3.^zy^ u7.JU=¥)l^m> (xxxxiv) C 
3.7v^^ pt;u^;1/-0-, (x X x X v) ^7^p>-^ pt;1/^;uS, (xxxxv 
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i) ^7^Pv^DT;WI'-0-> (xxxxv i i) mn^y^/MX\t (xx 

XXV i i i) ^mmmm72.ym 

. t:HP4^>' (c,.sT;un^>') a, 7^/ (c,.6r;i/3:^x) ^/xttv ( 
10 c,.6T;1/^;1/) t^/S, ^/xfiv? ctFD^^v- (c,.6t;wu) ] 

>^ CfcHP4^v (c,.fiT;wi/) ] ^u^}^m. ^yxiti^ (c,.6T;1/^;1/) 
yy^l^m. "E/xu-y ctKp^x (c,.6T;1/+;u) ] x;u:77^hs. C2.,t 
$/;i/T^y«, T^y (c^.^Tv^jPT^y) c,.6t;1/^;ux;i/*:^;1'S, c,.6 

,.6T;wi/) AP (c,.,7)i:3^iy) tHo+-> (c,.6t;u^;1') c 

T^y (c,.6t;1/^;|/) a, T^y (c,.6T;u:3=\^>') a, ^yx^'x (c,^t;1/ 
^jv) 7s./m. ^yx«>^ CkKp^^v' (c,^t;I/4^;1/) ] y^ym. c^.^tji 

25 t-r;i/SSLD^-CON (R') R" 

R'mS'R.Ht. n-iLVx. 7)mm^. x«7jcm»> T$y», ^yxjss^ (c 

^^n^{iM(D^^l'-3m^\^X\^X^^\,^C^.^7)V^)Vmx^^t^ ; ^ViJi 
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5 ^Ji^^f^ ; 

[2] GjJ>ti3-D-^5^;i/:3if^y 5>;i/STa&^, tulB [1] lB^<^:7xy-;u^ 
C2.6T;u^r-;i/S, C2.6t;1/^:::;p^. c,.6r;i'n4^x». C2.6T;1/^^;I/ 

«tHP=\^x (c,HiT;wi/^:t) mx$>^. wffa [i] xt* [2] tm.(Dy:c/ 

15 [4] ^A7&^*^>if>SX«tf U v>iiT^^> MIH [1] ~ [3] ©MnTS^tC 
F ^ !y y ; 

[5] HutB [1] ~ [4] (DMn>^lM'fBm(^):7xy-;Hj|##:*^c«^<7)^S^ 

mztm-^n^^. ^vi«-€-n^(D:/p F^^;/^^sw^fife^^^bT#^-r^E^ffi 

20 ^iJc#/ ; 

[6] WIS [1] ~ [4] (DMntAztm(Dyx.j-)vmmw^rz.\%^<DWM^ 

GLT?£'I4ia*^J ; 

[7] SGLTt&^^SGLT l]5.D^VXtSSGLT2T^^, MSB [6] tBffeCDt 
25 FSGLTfgttlfiS^J ; 

[8] :fttti«JfiLWWJT*^. MIB [5] fB«(DIMm«#/; 

[9] i«jf[LM^t;i^Ht-^3^ffi(D^I?5X«?&'^^JT$>-5, MIB [5] %m.<DmM 
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[10] msmmz^m-r^mm^^. mmm. Mmnmn. mmm^-^m^. m 
mm. >x u ystim. mmnifsim.. an U7.y^a—)vskm. s h u ^/u -t u f 

[12] mm^mm^mmx'$)^. mm [5] tm(Dmmm.f^m 
[13] mmmm'\imM-v$>^. mib [6] tm(D\ihsGhTmmRmM; 
10 [1 4] HufB [1] ~ [4] <DmtLf}^i:imm<Dyx.y-jvmmi^^rz\t^(Dmm 

[1 5] MSB [1] ~ [4] (DMnf)Hz.mm.(Dyx.y'-)mm^'^t:i\t^(Dm^ 

mmkiam^^xmrn^^t^^mt^i^m^^n^mmrr:^^. tufa [i 5] ib«© 
20 i-my.^t.mm-jjm 

[17] tulB [1] ~ [4] ©fRin;6^i^fB«fe(7):7xy-;i/M##:^^c«^(O^S 

[18] mm^mmAm(DmMum^^mmrr^r^^(D. mt^ [i] ~ [4] 

25 (OMn;0^cfB«fe©7xy-;i/|i##:*7"cfi^®^S#Wt::S^^$n'5^^ 

[ 1 ^^nm^m\z^m-t^mm<D^my.\t.fhmm(DmMM^^m:m.-r^rzii> 

<D. mm [1] ~ [4] coMn;:)^{cfBtfe(D:7 3:y-;i/i5|2»#:^fc^l^(D^ii^6^{:: 
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[2 0] Mimmz^mr^mm^^. mmm. mmnmn. m^mf^-^mm. m 
i^m ; 

tuiB [1] ~ [4] (Di^m^zmmo:>yx.y~-)mm^^rM^(Dmm^mz$^m 

10 [ 2 2 ] u >m^^m^m. m^mmm. \d^ri--( \^m. -< >x u > 
^m^mm. s g l t 2 ^^m^m. >x u >x\t-( >x u ymBi=^. ^jiio =f 

>^^;i/T>^p';ixh> ^^H^NF-/cBifl^m. mnmmimmm^M. n- 

25 >, EGB-761, t:^:^Pt;k XPt^'^vH, Y-12 8, ±mM. m~fm 
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xyT—'^a^^ym.^m. O-^^^iy^^^—ifm.Wm. :^)l:::^^>/Vi'Zh^JVh 

5 mm^ :2ux^u-ji'X.7sy^MKm^ y/^^i^mmm. -km^Mm. ryzy-t^yiy 

-fy )vy^ h.^tm. jfn.^i£^i4^BEm> ^mwmmwm. ^mm)±m. a, 

xfji^. mm [5] tm(Dmmm0zm; 

[2 3] OX u >i^^ttti?m ^pMias^. t:^'T:^-rH^. -r>xu> 

15 t: 1 1 mmm. v^':r^v)v^':r^^~-'\i i vpi^^, yn^^-r >5^d>'> 

zt^X^TiJ'-if- 1 BiaS^^. i7^U n^>AtNX^U ^-ifia§^, 6 

>:?^;ur>i5'p'-xh, fe^-HTOF-/cBPJi#M, igMiim^b^mpi^^, A^- 

25 S-T- I , ifia./jNlSfi5l5^SH^> jfi/h«S*^i)cfiH^^»> ±^ii?aH^> #M 
^fiH^, :^f;i'X^>M##:, '^Uv>, 5-t:Ho^>'-i-^5^;i/t^>h'r 
>, EGB-7 6 1/ t't^i7D^;k XPt'^vF. Y-12 8, lh?i^> mTM 
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3 i/x 5=- P —)vmm.mm. u /N°-if ^ ^ p y - a h u u -t u f h ^ > 
5 ^>x:7x^-ifia*^, 7.^Tu>^^mmm.^M^ mtm^j:>^m:B^m^m^i^ 

10 tiJviy^Ai^im. sk'&wmwsM. ^m^mmmm. ^mm^sm. a, 

[2 4] ox U >^S'l4ti^m, ii^T:^-rhm -r>7.u> 

5^:$^— ill ui#^. >?^7°5^v;i/^y5^y-if I via$^, yp^-r>5=-px> 
20 X t F py-;>— if FW^is^m. D-i3-rp-ry>^ ^/u py > 
T5u>TP*x7>h, T;pH-xji7E^p^ia$^, m^mmm^m^mm. yp 

25 >:r-;i/T>iS^P-Xh, K^H^NF-zcBia*^, Jl^Mmfb^^PB^m, A^- 

fiKSH^, :fj)i=.^>mmi^. ^Oi^>. 5-t HP^^>- 1 -^5^;i/ty>h-< 
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>, EGB-761> h'^^P^;k XDT^^i/F, Y-12 8> ±mm. ilT^ 

5 n i/xx p -;p®iixiaa^^> U 5 ^ p y- A h U U U H h ^ > 

^>xyx.9—\immm. T.^ruy-^mmmmMm. 

mm. :iux'ru-jijL7.y'ji^mi^ >/^^mmm. -kwmmm. yy^j^'ry^y 

m> :^3;l'X':>A^fcT:S> ifiWtiS^fi'f^l^idE^, S^J^WMirm, 4'|g'l4l^flE^, a, 

15 TS^-r^cli:;6^e>;^c5:^. MIS [14] SH«fe©:fe^i«ifiii|t(Z)»J;^?* ; 

[2 5] -r >X U >^§'I«?^M> t:^'T-:^-r H^. -f>X>J> 

y^^w-y y^ rfxx h , >x u y^^^^-r-Mtmrn. v u 
T^fcHp^:^— tfPM^^> jjf^gf^pjL#^, D_;^^p^y,^)._;^^ ^^ijpy> 

1 -Wm{^. ^)\^ti ziym^y°^ H - l T P^XT. h > T 5 U >, T 5 U >!^^#:. 

y^-y—^ommm. y-y^j'im.^^w-yy-^zi-T.v. -yv^^^K^^r 
y^^)iyy^zfzi7.h. ^^h^n f - k b mMTm^mmmmm. n- 
yn^Mt- a - u >i5' h - T V K - v^^y^^y-if las^, -Y >x u ym0^& 
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>. EGB-7 6 1. \i=e^n^)l. XP5='^S/F, Y-12 8. ±mm. JiT^ 

TsyT-y'u^^ymmm. ^i^-^yf-^-^mmm. tDv-^y/w^v^ )vv 

10 :=^-n^ymmmi^. mnm^mm. 'rv^)^uM^m.nm.h'7y7.^--^-m. 
mm. nu7.'TU-)VJL7.^}vm.m.^yn^mmM. timmmm. yyi^-t^yy 

y^^mmmmm. ^^j^y\^^y°^y—ifm.mM. 7yy-:t'ryyyi i^^f* 

m. ti)i^y^M.i^tm. smmm^^sm. ^m^mmmm. ^^wmm. a, 

x^-^-r^^t^^^tsi^. tuiB [1 5] $m(DMskm&izmm-r^mm(D^mxit 
[2 6] -r>xu>i^st^ii3^m, mmmmm. if^T:^-rH^, -r>xu> 

>'Ti5'— If- 1 Bmrnm. ^^j ny'y^7.-^v ^—^m^m. e 
^mmm^-^-^- 3 la^^. h - 1 , ^jutiziym-^^^ h 
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>. EGB-7 6 1, \d^^U^)V. Xax^>-h\ Y-12 8, ±?im, }gT^ 
10 nl/XT^P— UA-ifBi^^. 5i^Dy-AhU^U-feU Hh^> 

i^mm. x> H-fe u y^mmmmmm. x> F-t u >$^#:y >^=fxx 

m. :^ji''^OAi^im. ikmm&ii.msm. ^^nmrnmrn. ^m^^sm. a, 

20 x^-^T^^t^^i^u^. miB [1 7] mmmmm^'^^com^m^(Dmrm± 
[2 7] ^^mimmmm(Dmmm.mfi^mt'r^tz.}^(D. (a) tfiis [i] ~ 

25 \:i^7-r^ \^m. >x u >^mmm. s g l t 2 fg-nia^m, -r >x u >x« 
h u ^■7'5^>?;i/^y5^y-if 1 1 mmm. >^^:/^v;i/^y^^— if i v 
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^v- 1 -^^;ut^>h-rx EGB-7 6 1. \f.^^u=e)V. xd^^vf. 

Y-1 2 8. ?gT^. \^Yu^y^=^)V^)V9^) )VnjLy^^ AAMTtm 

mnmh'yyy.if^-^-mm^. uy7.^u-)vx.7.'r}vm,m^yn^m.mm. ^ 
20 wa'M, ryi^^'j-yyy^^mmmmm. 't"i4x>H^7>^--tiia$^. y 
>s^':t7=->>'> 1 1 ^m^^tm. x> F-fe u y^mmmm^M. x> F-t u >^ 
^^ry'^zi-T.h. %\\mM. ts)vyoh.^mm. Mmwmm^jsM. ^mwmm 
mw.. ^m'im}£m. a2-TFix-^'j>sw#:T3fxxh, iKm^wm. wm^ 

25 im<DmM<D^m ; 

(D. (A) MSB [1] ~ [4] cD{nrn5&^f3fH«(D:7x/-;i/^##:^^«^(D^S 
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^m^m. mmmmm^ M^^y-t^ ^m. -r >x u y'j^m^Mm. s g l t 2 ?g 
>x u >^^#:^^— iff ijam, h u i i 

r-75y6§i?^^#:7>^rf-X h, ri- h U -^A^^-v >^-;i/7>^rf-X K 

^H^NF - K B|a$^. fl^Sili^WSia^^, 7V-7-fe5";Hb- a - U >^ h 

Eg^. jfiL/jNlg*«fiH^^ii^#:. ±^iimH^. »Mfi£5H^, t!)V::^^ymm 
15 5-t Fo^i/- 1 -;<5^;i/bi5^>h-1'>, EGB-7 6 1, 

^^#7:^:nx 7^>;l/3X>-tf< AA : UT.^'U-JVyiyJim^l^mmm.W 

20 u /I— ifias^. 5 ^ □ y - A h u u -fe u H h ^ >x :7 T - 7"-r ymMm. 

)\^^^^ynym.mms -mmuM^ ryy^^yyymwmmmmm. 4"i4x> 
mmm^sm. ^m^mmmm. ^mmj±M. a-r\^u±^)y^^^T-j- 
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[2 9] Mmmmnm(Dmmm^(Dm'fm.±mo)mMU0^m^mmT^rctb(D. 
(A) MfB [1] ~ [4] (DMn^^\ztm<Dyx./-jvmmi^^rzu^(Dmm^m 
izfe^-^n^m.. ^vi«^n?>(^7'o H^>y^\ :i5^zs (b) -r>7.u>^^'i4m 
5 ^m. mmmmm. ^^y-r-i nm. -< >x u >^?«xim, s g l t 2M'i4ia 

U>^>, 5-t Hd4^->- 1 -^5^;i/h^*>h-r>, EGB-7 6 1, If^r^D^ 

20 ;K Xd-x^^v-F, y-12 8. ihrt^. JiTM^ t Fo:^>-^^;i//f;i/^ U;i/n 

jiy^-i AAm.7mmm.nm. y^':f'y-hmt^m. 33-TFi/:^-u>g^#: 
— tfia$^> ^^Dv-A Fu^'u-ir'j F F^>xxT-:7°p^-r >ia$m, 

25 ^ if IS^m> ;^3;i/Zi^>/i;P^ F-f;!/ F^>xya:^-ifia*m> Xi^y 



wo 2005/095429 



PCT/JP2005/006702 



21 

*%Hjtc43ViT. c,.6T;i/4^;uSi:«, x^ji'S. :/ptf;i/«, -<y 

-rv^>^;us. ^-:t^y^)iM. ter t-^y^jiM. ^^yjv 

10 y&xiit-c^.,r)[^^uy-t\t. ^^^>», x^i/>s> hUp^5^i/>». 
h^^^uym. 7'ntfi/>», 1. 1 -v?7^5^;i/x5^i/>»^(7)jgtm^i~6cD 

X5^1/>a, hU^5^1/>S. "Thy^^^UyM. yatflx>S, 1. 1- 

>^p^5^;i/x9^i/>»^(D^m^ 1 ~ 5 (Dmmvt^rc\ti^m^tLm(DT)v^uym 

20 7Ji^)m^^^Do yr/ (c,.,r)u^)i) mt^t. yyym-vmm^-^nrc±t^c 
^ymx-mm-^nrz±mc,.,r)\^^)m^^^oo 

c,.,7)Vn:^yStU. :<h^y&. JLh^ym. y'a^s^ym. ^y^'Pit^^ 
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5 Jl^Jl^^mtit. X5";i/5";tS> ■yu\:L)V^^m. -iVy'UliJV 

;i/^-;i/^^>'iS<htt, t'-;i/:t^vS, TU;i^=r4^v». i -7'o^-;l/^4^'> 
25 -p<^;i/T U v«^C7)Etm^ 2-6 ®emt*:S7t«^^;0^tl^;>^®y;l/<Jr- 

2 -y •J;U5^:t»^(D^Sic2 ~ 6 (Dmm^^rcit^^:^^n^(D7 
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^r/^fc^v (c,.67;u^;i/) ±fBC,.eT;i/+;uST^yB^^ 
10 ^Vi-5o ^y*fcft>? (c,.6t;I/^;I/) t^/ (c,.6T;1/=^;|/) ±fs^y 

SfcJi>? (c,.6t;1/^;1/) t^/ (c,.6T;i/n^v) ±&s^ys^(i>^ ( 

Cb:Fn^'> {C^.,7)V^)V) ] T^y^iiJi, ±f3t:Fn4^'> (C,^T;I/4^;W 

fijt^nrcT^/s^v^^o ^y^fc«>^ (c,.6t;i^^;1/) -^WHSch^, ±ia 

v^sj^^nrc^^ix-r H»^vi-5o ^y^^ttv' CkHo^>- (c,.6t;wi/) ] 

20 v^«f£^(D±iBt FP4^5^ (c,.6t;u^;u) STv^g^^nrc^iz-r H^^vi^o 
^:ysrc«x (c,.gT;wi/) 7.;i/yT^ FS<h«, ±tBc,.6T;u^;i/»T^y» 
m^nr:i'^)vy T ^ Ha^vi«tt.^©±iBc,.5T;w!/^T>?sj^^nfcx;u>' 
T^F»*</^3o ^y*;^^^-:^ ctHD:^5> (c,.6y;i/^;i/) ] x;i/>'T5F»i: 

25 ,«(D±sBt: FP^v (c,^t;1/=^^;I/) ST>^Bi^$n^x;u:7 r ^ F»^Vi-5o c 

uv)m. tr/tp-r;i^s, ^^t»-y'f;L'»^(7)i^Si5:2-'7(Ditiitfe^;^«^5)';j>i 
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3-7^yy°uif:tnj\^7^ymm(D. 75./mx'mm-^nrc±^c,.^7iy)i^ 
)V7s)vy ^ —)vmm^<DmMW^ 1 ~ 6 (Dm.mx^tc\t.WA-h^rm(D7 )v^)vx)vy 
;i/5t;x;p»^(7)^mi5c 1-6 <Dm.m^^rc\tm^ti^mk(D7)v^)V7.)vt^:=^)vm 
Sjt$nfcT^/S^vi-5<, ;^;wt^-r;i- (c,.er;i/=^;i/x;i/3j^:n;i/T5y) s<h 
10 l5C,.6T;i/4^;wx;i/7jN-;i/T^y«S:Vi5o c,HiT;wi/x;i/7}>-;uT^/ (c,.6 

{£«CD±IBAPy>M^T 1 ~3«i^$nfc:±SBC,.eT;U4^;l/^:^«^l.ie)o C^., 
7)Vu^zyt})V^:=^)Vmt.\%. /^h^lyt})V-^=^)Vm. x h:^>':^;i//i^x;i/S> >^ 

^v;u:t4^>':^;i/3j^x;i.s^(D^m^ 2-7 (DUmf.^fz.\m.m'^ri^(r>7 )\^^ 

25 fBC2.7T;i/3:^^->;^7;i/^'x;usT«j^$n^c±lBC,.6T;i/=^^;i/X^(/i'5o C2.,t;I/ 
:3^>^:^;;i'7l?x;u (c,.6T;m^$/) Sits. ±fBC2.7T;i/3^>':^7;L'fc;i/»T 
«t^l^nrc±lBc,.eT;i/P4^>'«svi-5o C2.7T;i/n+>-:^7;ufc;i^ (c,.6t;1/^ 
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. Ti^U>'>, Tif5^vX tfPUv^X -r^iS^yjv>. ::t^itVU >, tf^U 

mtm-(Dm[f^\z^t^ 3-7 ^^(Diigft^^^^T^pms. x^-i- > H u y-r > 
15 F'jx T-h^t Fp-r>Hu>, 5=-h^t FP-ry-r>HU>. ^^i^-tFP-r 

. ±f3C6.,oTU-;i/»T?ffij!l$nrc:±tsc,.6T;i/^;i/S<&i/^-5o C6.,oyu-;u (c 
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5o C5.,oTU-;u (C2.,T;i/3^v;^;i/fc;u) »<h«, _bfSCe.,oTU-;i'»T?« 

5 u-;i/-<i:«, ^t\/-;k -ry5^Ty-;K -ry^4^ity-;k 

fcfUvx tfu^i^>> t!^s^>^ tfu^$^>^x yyy. trD-;k ^:^:7x>, 

10 o^s^ x«-r>H-;u> -ry-r>H— ;k ^>v^y^>, -ry^>yy^>. ^ 

^y^jy. -fy^yu>. y^^^^^x ^y^+f-u>. ^-r^/^jy 

r;wi/a^vi-5o ^^PTU-;i/ (c,.6T;m^>-) &t\t. ±fB^7^pru- 
1 - y if ^ 1 - tf p u u i^v =s> 1 — r ^ y y u ;i/ 

25 1— r^yyu;ux. i-tfpu;us, tf^yu;ws> i -7^h^yu;us^(^), 
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•^^i^ts)V^-::^)Vm. t e r t -y^ V^z^ti )V^:::.)Vm. rt^Jim 

10 (Dum&^^^^o tijvy}^^i^m<D^m&tit. y^jvm. x.^jm. ^y-yjm. 
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] 

MiB-^ic (II) x-m^n^it^m^m^-n^ (ca) xm-^n^mm^i^ 
^ti^mmi^^mm-r^^t^^x^^o mi^^^n^mmtLxu. ma-U. mt^ 

wiB-^^ (III) xm-^n^mmi^^yjitiVDayi^'Am-^i^xim^^m^ 
T^^tiz^Ki. ^mmcDmrn-^^ (u xm^n^it^m^mmrr^^t^^x 

izm^^mmT^z.t:fy^x^^ m^it. h^^otoo i/'e b e e o-^a°>:7U 

:y ffll^^^WOO 2/2 8 8 7 2^/'%>yUy h. H^^^WO 0 2/44 1 
9 2^/^>yUy h, SH^^FWOO 2/0 6 4 6 0 6-^A°>:7lx>y HI^^H 
woo 3/0 118 8 O^/^^yyUy h. ffl^i^lgWOO 1/7 4 8 3 4^/t>7 
25 l/^y h) . 

HfffB®!5t;^^t'43i.^T#^n^2^f^Bj(DHfffB-j^^ (I) xm-^ti^^t^mt. 
m^. mmmmmz^iom-mmmT^^ii^^x^^o 
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mm. 3^i[:yi(.mm. mm. mm. v>mr<ii^(Dmm^<DmmQm. ^m. mm. 

5 . ^j:.>m. :2/\'^m. m^m. y-^jim. ^m. z^^^ym. -^uym. -^u^y 
m. mm. ')yzm.. ^^)v^^ym. rxn^^ym^o^^mmto^mHtu^ 

. N, N' -zy^y-j)Vx.^\yy-yT^y. 2-r5yx^y-;K hux (tH 

u^i^^^M y^/^^y. Tjv^^ziy. vi^y^(Dmmm&ii(Dmjm^mif 

10 ^^l^^^X^^o 

uxt^m-^n^mmt(Dmmm^h^^n^o 
15 (Dit-^mmsh^yT. (e) i^(Dit-^m^^^-r^^^. :$immzi^i^xit^(D\^>'r 

20 ri(D^^^i^i^^^m vxh^<. ■^nB(D^^^'\^i^(Dm^^^x$>'DXhmtDtii 

2^^Hj©MfB— (I) xm-^n^<t^m(Dy''u\^^y^\t. mmT^/\uy 
yitmm<D-:^u\i^y^i[:m.m^mi^>x. nm^zj^v). mm-^^ (d x^^n 
^it^mz^n^7m&:^zsys. ym^^'^m^'^n^ i )ix±<DiiM(Dm\z. -^mz 
25 m^mM.y'a \^^^y^^m0^-r^m^mAvrci^. mmizmc. m:M.nmz^\^^^ 
mmmr^ ^tiz^v mmr^ c t^^x^^o T^mm^pr s. ym\z:i^^^xm.m $n 
^':fu\^^y^^m^'r^mthxit. m^it. c,.^ryjim. c,.,7)i:n^y ( 
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10 T^a)7j>^'Htc$f*bVio 

GLTlXttSGLT2 mmWil^mmtEMmzi^h^X. t h S G L T l X 

mmzfi^miz:isi-f^ s g l t i m^m.mzwmiz:isi-f^ s g l t 2 ®i4{::Kii-r 
20 M^«\ mmm. mmnm'M. m^mi^^m^ m^it. mmm. Wf^mm. 

25 ifmrnit^mt. <t^i n<DyumMt.m^WL^^t)^^:xmm■t 

^z.t%x^^. :$imm(Dit'^!^^m.^^tDiixmmx^^mmti.xit. m^it 

sGLT2fg'i4iaw^. >7.o >xit-(>7.v >m.mi^. if)itiz!>^m^ 
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I UlS^, i^^7'5^i^;l'^y5^y-if I Via*m, yn^-f >^□v>A^:X7T 
^-i^- 1 Bia«^. :n^y^x^^j y-ammm. ^Jizi-x- e -^7.y 

5 y-r—^m^M. ^mm^mmm. B-:^-iu^ — ;i/(D-chi roin 
OS i to 1) . ^^jziyy-^^mm^-^-a-smmm. ^Mn^ym^-^^^v 

^^fb^#J (advanced glycation endproducts) 
, :H h U >^^;i/T =f-X ^^H^N F - AC B PIS^. mW^mc 

mnmrn'm. N-r^ ^Mt - « - u > ^ h - t -> >:/ f - y°^y—^ ( a^- a 

cetylated — a— 1 inked — acid — dipept idase)ia 

^m. ^yx^)>m^^m^-i^ jk^i^^m^^&mi^ (pdgf) , M^m^^ 

15 fi^SH^ (PDGF) mmi^ m^it. PDGF-AA, PDGF-BB, PDG 

F-AB) > ±^mmm^ (egf) , wmi^&m^. tiji:^^>mmi^. ^vi^ 

5-t:Ho^'>- l-^^;i/t^*>h<>, EGB-7 6 1, t:^^o^;i/( 
bimoclomol), 7^u^^-y F (sulodexide) > Y— 128, 
ih}i^> m^M. fcHn4^->^5";i/iy;i/iS^U;i/=ix>if'i'AAM7c#mpjL»m, >' 
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zi-x mmm. :^)w>'y2^^im. sioM^m^^mm. ^mnmmmm. '^m 

15 xrm(DmKim^-r^f}^. ^mm(Dp^^\t:in^\zm^'^n^h(DXity3:< . a#: 
-r>ma'>^'j^y>> ^)v^^}^'jy'^v^)'02^. Gi-262570. -r+f-i?' 

20 U^y> (isagl i tazone) . LG- 100641, NC-2100, 
T-174, DRF-2189, CLX-0921, CS-011, GW- 19 2 
9, -y^^)^'/y. x>^UiS'y>:^h'J'^A, N I P-2 2 \^<r>^)V^^'yV 
-Aii^^g'ttfkS^^^rTrf-X h, GW-9 5 7 8, BM- 1 7 0 7 4 4^(D 
^)^^^lyV—2^mnm^\'^\\L^^\^0Lyzl:z.7. V. GW-4 09544. KRP 

25 -2 9 7, NN-6 2 2, CLX-0 9 4 0, LR-90> SB-2 1 9 9 9 4, 
DRF-4 1 5 8.DRF-MDX8m(D^JU^^zyy-Am^f^^<t^^i^a 
/rTd':=i7.h, ALRT-2 6 8, AGN-42 04, MX-6 0 54, AGN 
-194204, LG-100754, ^^itP-x> (bexarotene)^ 
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(^l/5^/-r FX^^#:T:3"':iX h, RZSU^^^J ^-^y. ONO-5 8 1 6, MBX 
-102. CRE-1625, FK-614. CLX-0901, CRE-163 
3, NN-2 344, BM-13125, BM- 5 0 1 0 5 0, HQL-9 7 5, 
CLX-0900, MBX-668> MBX-675, S-15261, GW- 5 
5 44, AZ-242, LY-510929> AR-HO 4 9 0 2 0. GW- 501 

5 1 em(D^<Dm.(D^ >x u ym^m^^m^^mf^ti^o u >m^^m^ 
mmMmmti^xit. r;^;i/4^-x. ^^^^j^^-x. 5i/uh-;K ckd- 

7 11. X^i^U5=— h. MDL-25, 637. MDL-7 3 

15 , 9 4 5^<Da- ^JVa v^-iiPl^^. AZM-127^(7)a!-T5 ^— if Pl^ 

^> lil^^r?^WO0 2/0 9 8 8 9 S^/^^yyiyy h. llIl^i^r?iWO 2 0 0 4/0 
1 4 9 3 2^/'^>yU^y ffl^^^WO 2 0 0 4/0 1 8 4 9 m/^>yUy h 

. mm{i^mwo2 o o 4/0 1995 s^/^^yyu^y h^ia^^sGLT ifgi4ia 
^7i^it!^<Dmitmz^i/ir^mmmit^mmL.i^p^^(D^iun-y.^om^&m 

t'^T-^-r H^<i:bT«. yx.>-^)i^>. >, J^p<h^;i/5> 
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i^^i^H. 1 -:/5^;u-3-^i$'-u;i''j'i/T. ti)]^y^B.\^. yuz}^;!-^ u h% 

nH^;i>t^frf e^n, SfeRO- 2 8- 1 6 7 5^(Di7;i/:24^:^-— tf^gmt^fe^* 

sGLT2m^mwmtiyXit. t- 1 0 9 s^t^^b. 0-2 3 7 0 s 

9 Wj^m. #r?l 2001-288178 Ill^i^^r^iWO 0 1/16 14 7^ 

/-^yyUy Hl^i^fWOO 1/2 7 1 2 8^/'^>yUy Bl^^rOTO 0 1 
8 6 6 0^/^>yUy h. BII^^^WO 0 1/7 4 8 3 4^/'K>yUy h. H 
15 ^li^WWOO 1/7 4 8 3 5^/1>:7l/'y HI^^^WO 0 2/2 8 8 7 2^/1 

>:7U>7 mm'j^mwoo 2/3 e e o 2^/\°>yi/>7 h> a^^i^woo 2/ 
44 1 9 2-^A°>:7i/>:/ ai^^r^swoo 2/5357 3^/^>yuy mm 

^WOO 3/0 0 0 7 1 2^/'^>yUy h. ffl^^OTOO 3/0 2 0 7 3 7^ 

/^yyuyhmmcD^t-^i^mmH^n^o sGLT2mmKmm\t. wizitm 

25 u >> b hx^ib^E&^cD'i' >x u >mmmm\^f^n^. :ini=>(DMMit. mz 
mmi>z^iztff^v\^\ 

i/;i/;t7n>S^#:T>^:=f— 7. hibT^i, BAY- 2 7 -9 9 5 5. NNC- 
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9 2- 1 6 8 7 mm^f^n. -i >x u y^mi^^'T-ifmmmti.Tit. ter 

-17411, L-783281, KRX- 6 1 Sm^^m^fi^tl. h V^-^^^z^JV 

^y^^y-if 1 1 mmmtvxit. ucl - 1 3 9 immw^n. v^y^>?;i- 

^7"^^— if I V|a^^^LT^5> NVP-DPP728A. TSL-225, P 

X\^. PTP-112, OC-8 6 8 3 9, PNU- 1 7 7 4 9 6 ^5i)^^^tf ^n, 
>fUn<>-*>7jNXijNU^— lfPM»^^LT«, NN-4201, CP-368296 

m^m^f^n. y)]/'!? 1 — 7s-\i7.^sxy T ^—'^mmmti.xu. r- 1 3 2 9 
1 7mm\f^n. Eji\i>m^\i\^u^^i — -^mmmtLxit. azd-7 54 
10 5mi!)mif^n. ff^mm^mmmti^xu. fr-22565 9mm\f^n. y 

)Vti::^>m^'y'^\^-immi^tVX\-i.. x^-tz:>>?>-4 (exendin-4 

) , C J C - 1 1 3 1 m^mW'^tl. ^lVts:dym^y°^ F - 1 TzI-T. h <h bT 
\t. AZM- 13 4, L Y- 3 1 5 9 0 2tfimi^n. 7^ U U >^^#: 

T)v\^-xm.7mmm.wm^hx\t. '»^v>m.77.u)v\f.}v. V}vu7.^yh 

20 , JL/VVVTs-^v ADN- 138, BAL-ARI8, ZD-5522, AD 
N-311, GP-1447, IDD-5 9 8, 

, i!^-t)W7.^v h(ponalrestat)> Ut^l/X^J'^y h (r i s a r e 
Stat), -M-^-UT.^ y h (zenares tat) , v h (m i 

nalrestat),^ hyjl/tf-— ;k AL - 1 5 6 7, V ( i 

25 mirestat),M- 16209, TAT, AD- 5 4 6 7, V^^)VU7.^ y 
h, AS-3201, NZ-314, SG-210, JTT-811, U > F;H/ 
Xi5'^;/l-(lindolrestat) ifim^i^bfl^o T;i/ H-XMte^^PI*^ 
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m:^mi\:M^^mmm}ivx\-t. tru H^+i-^>. oPB-9195. alt 

mm-^. m^m^m\z^n^nm^MmM\z^ri%m-^ri^m^mitm^^^^m. 
. m-r^z.t.xz^Kimwm^mm^'^^t:!^. mz\mmm^'^mm.(Dmm\z^'^ 

:/P7^-r >4^:^— ifCia^^<i:bT(l, LY-3 3 3 5 3 1, ^\^7.^^^)>m 
15 bf>^;&^#tfe,n, ^^HWF-/cBia*m<tbT«. t^^^XU^J^^A (dex 

1 i po t am) m^mi^ti. mm.mmimmm.mmhV'r\^^ ><>-;i/^^'j^ 
^^.hUT^s, GP I - 5 6 9 smifimi^n. ts)v:=-^>mmwiivi:\%. t})v 

:=-^>. mkVn^ii)V-y. m\:.V-^tl)V=.'^>. U^i:3)]/:=.^>. ST-2 6 
20 1 mi)m^f<bn^o Z-tiibcDrnM. >X U >t«ftHT- l . jfn./h1SS*^SH 

FP^^v— 1 -^5^;H:iiS^>h-r EGB-7 6 1> If^^/p^E;!/, XP-t^^v 

m. ^m^(D^m\zttf^Li\ 

^^>:i- h U "^A, 7''^/^X^5^>:^ h U "^A, P/tX37 5^> ( l o v a s tat 



wo 2005/095429 



PCT/JP2005/006702 



37 

A7KfP^. SC-45355, SQ- 33600. CP-83101, BB-47 
6, L-669262, S-2468, DMP- 5 65, U- 20685, BAY 

-x-2 6 7 8, BAY- 1 0-2 9 8 7, }^^/'^X^^>iO)lzy'^A. PX/tX 
5 i^^>tl)liyOJ^. 3l/XhP> (coles tolone) , y;i//\7.^5^> ( 
dalvastatin), T'>7^^— h, ^AXiS^^>, ^U;Wt7.^^> (c 
ri Ivastatin), BMS-180431, BMY- 2 1 9 5 0, 
/^"X^^>, :^;i//tX^5^>, BMY- 2 2 0 8 9. ^;W\'X^5^> (b e r V a 
statin) ^^O^Wen-So }i\^u^iy?^9-)U^ll^iJ)l:2X.>-^^ AAM-TU 

g;U3X>itViUAa7C^^^ia*T§:ii{3J: DjfiL4'P 1/Xt-p-;W 

^^^-bTJl'S.-OJ^. ^uy^y^^j>m> xh:7^>''^-h, y^^yy^y'^y 
— h, ^a:7^':/p>?;1/, tfU'7^>^^-h, p-:7^:/^— 

h, vA>'^y^-h, AHL- 1 5 7i^;&t#tfe,n^o 

20 y"^- h^it^mt. mzitm^ >x u >ifii:iiE, .^Mifa^, i«p i/X7"P-;nta 

25 33-TH^-:hU>^^#:Trf-7.hi:LTtS, BRL-2 84 1 0, SR-5 
8611 A, ICI-198157, ZD-2079, BMS-194449, B 
RL-37344, CP-331679> CP-1 14271, L-750355 
, BMS-187413, SR-59062A, BMS-210285, LY-3 
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7 7 6 0 4, SWR- 0 342SA, AZ-40140, SB-226552. D 
-7114, BRL-3 5 1 3 5, FR- 1 49 1 7 5, BRL-2 6 8 3 0A, 
CL-316243, AJ-9 677, GW-4 27353, N-5984, GW 
-2696, YM 17 Sm^mf^tl^o )3 3-T F 1/^ U >S^#;Trf-X hfi, 

Tv';unx>+i-*'i'AA : n^'7.7^P-;^TS/;^^fe^^mla^M<^lUT«, nt 

10 E-122,MCC-147, PD-132301-2, DUP- 12 9, U- 7 
3482, U- 76807, RP-70676, P-06139, CP-1138 
18, RP- 7 3 1 6 3, FR- 1 2 9 1 6 9, FY-0 3 8, EAB- 3 0 9, 
KY-455, LS-3115, FR-145237, T-2591, J-104 
127, R-755, FCE-28654, YIC-C8-434, T;t>'^ ^ ( 

15 avas imibe) , CI-976, RP-64477, F-1394, x;U;$^ 
v^^Meldacimibe), CS-505, CL-283546, YM- 1 
7 E, Ixv^ ti5^ (lecimibide),447C88, YM- 7 5 0, E- 
5 3 2-4, KW-3 0 3 3, HL-0 0 4, X>';i/S>^:/ (e f 1 u c imi b e 

25 ^-»-rh^)02^. KB-2 6 1 l^^m^f^btl. nUT.'rU—Jl^mmMMtV 
T«, x-if SCH-48461 mt^m^f^tl. U /N'— t?Pl^^ LTfi, 

:^;l/UXi$'^y h, ATL-962, AZM-131, RED-10300 4^7&t^ 
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jimm^f^n. x^Ti/>'a-5K^mis*m^bT«> sdz-2 68-198, 

BMS-188494, A- 87049, RPR-10 1821> ZD-9720 
, RPR- 1 0 7 3 9 3, ER-2 7 8 5 6, TAK-4 7 Sm-^mW^btl. 

5^^^>, 3l/X^^>, ±^nW-fe^^A, GT- 1 0 2-2 7 9^:;0^^^tf^n 

. ')-h')^h.mm.nm.v'yy7.-^-^-mmmt\^'r\t. 2 64W94, s-s 

921, SD-561 ^mti^mi^tl. 13 I/Xt^O— ;UX7vT-;i/KMi5^>/N°^iaS^ 
^i:LT^i, PNU- 1 0 7 3 6 8E, SC- 7 9 5, JTT-7 0 5, CP-5 

10 2 9 4 1 4mifimi^n^. yn>^3-;k ^^^ov-a ku^it'u 

#{C«;«mKjfiL^, ffi3l/y^T-0-;UjfiL>lE, i^hU^^'JilU 

20 5^>S^f*Tn^-X h, ^^y3;i/5=->S#f*Trf-X h (Jt#(::MC3-RT3f- 
Xh, MC4-RTd'::iX h) , a ^::i>KIlMiM7}^;i/^ >, 3;^-i'>-T> 

^>'>, 3I/'>X h^X>yzf-X h (Itf^CCK-ATrf-X h) , ZDV'^uh 
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5 iaa:si:LT«, '^i^y\^-)vmmw^ri. -^uh-yn^m^mMti^xu. 

mMv'^xyx.yyju^s.y. y:iiyyji^2.y. m^-y^h'^s.y. -^u^ym 

yji^^-^B.y. mm'^iji^h^^jymm^f^n. irnh->T:inxh<hbTfi 
, -r/huy^>. (+) y)iy:jiyy)]/'y^ym^m^f'^n. /)iy\^ui-^jy 
nmmMmtvxitt. -^'zru\i^y. gw-s 2 o e s ^^mtmvf^n. y;i/T 

10 Fl/:^U>;ftS[fct}M^tbT^i. □U:/^A, YM-9 9 2^;^>Wf^n, iSe- 

y ^y'r)V^y. ^yXyx.i^^y. :^^yyy :r.^^y. 7ai>>'^h^ 

P^>VW^y^X^*>mf e>n. F-A*$>T:=f:nX h^ibTtt, ER-2 3 0. 

::iXFi:UT«> h If ^t- h^^t^lf e>n. H^-\Ly.^^yyy^':l-y.VtL 
bTHGT-2 3 9 4^d^W^n, l/>^5=->. lx^5^>i^i^#:*fc«l/:/5^>^ 
W#:Trf-Xh^LTJi. LY-35510 l^*mf^n> nl/$/XH4^->T 
20 3f^X h (i|tf3CCK-AT:i::i7. h) tLT«, SR- 146131, SSR- 
125180, BP-3. 200, A- 71623, FPL-15849, GI- 

2 4 8 5 7 3, GW- 7178, GI-181771, GW- 7 8 54, A- 7 1 

3 7 8^;&^^tf e>n, — D^7'5^HYT>^:f-X h<hbT«, SR - 1 2 0 
819- A, PD-160170, NGD-95-1, BIBP-3226, 12 

25 29-U-91, CGP-71683, BIBO-3304, CP-671906 

-01, j-11581 A^m^mi^n^o -^m^^um-i^. mz.\mmm. 
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5 u;k r^-fe:7°u;k i^T^^yu^k ^ayu;k Uvyyu;K ±i®?-ra^v 
'j;k i^^xif^yu;k mm'T'Etjy'^JJi. h^>H^:7°u;k y:7a:y-7°u;i' 

:^^^X4^'>7°U;P (mo e x i p r i 1 ) , U>^ry°^) Jl^-^m 

4'14x> \^^y°^y~-i£mMmtVXl^. ^T/N" h U MD L - 1 0 0 2 

40, y7zy\ih^J)V (fas idotr i 1) > thA/^ h U ^- GW- 6 6 
0 5 1 1 X, ^^-y->:/'j;i/ (m i x a n p r i 1 ) , S A- 7060, E-40 
15 3 0 , S L V - 3 0 6 , X:^ F h U Jlymmif^fl^, '^"ttx> F^y^^^-if ia 

mmi-i. mz\m^m-\i^mm. m5k&(Dmmizuf^i.i\ 

^x:/n-tf-;UiS'>, A;nt;i/^>, 7^;i/^+f-;i/^$7>, -r;i/^i^;i/^>, exp-3 

20 174. L-158809, EXP-3312, :t)Vy^-^)V'^y. ^yif;i/^>, 
KT-3-671, GA-0113> RU-6 4 2 7 6, EMD-9 0 4 2 3, B 

R-9 7 0 imtm^i^ti^. yyiy^^yyyi i^m^t^^W<t.. m\z\-mWi 
x> F-fe u ymkMmm.'^Mh lt«, cGs-31447, cgs-ssog 

25 6, SM- I 9 7 I 2^>0^^^frf btl, X>H-fe>J >Sm*T>^ in^XX h <h bT« 
, L- 7 4 9 8 0 5, TBC-3214, BMS-1 8 2 8 7 4, BQ-610. 

TA-0 2 0 i> SB-2 1 5 3 5 5, PD- 1 8 0 9 8 8, y^ i^'^yd^y-yv 

U-^A (s i taxsentan) , BMS- 1 9 3 8 8 4. ^ll'^y-^^y (d a 
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rusentan),TBC-3711, zf^iz>^>, t-V*1z:>^ >:^ h U 'i'A ( 
tezosentan), J-104132, YM- 598, S-0139, SB 
-234551, RPR-118031A, ATZ-1993, RO-6 1-17 
9 0. ABT-5 4 6> X>^-fe>^>. BMS - 2 0 7 9 4 0 ^7j)^'^tf bn^o 

DP^^Ti^H, ^>:7;u^>^h\ >.^^P^TvH\ -r>yA°^H, 
10 ^>';U>'h\ Tl/-fe5h\ Xi57^U>^> h^ii^H, tfl/^nh\ ^'Pir^H, 

>. r^/y^u>. mk'y^u^zLy^ LLU-a, pnu- s o s 7 3 a. -r 
yy;nfh\ d-t>-i — ;k D-y;i/t:i — ;k y;i/^7 1 — x> ^'Uii'J>, 

THzhy^^ h\ h\ FR-179544, OPC-31260, 

15 i^n-zT^y (1 ixivaptan) , ±t^r3-/\':/^>75^*#tf e.ti'So %mm^ 

20 ±^^/t;Px>^hf>, :^^^xs>^tf>. ±^^Tx>?e>. >';uxi^tf>. xv;i/ 
i^tf^, xM/>vtf>, xyxixtf>, x;UA'>'tf>, yxPi/trx ^v;!/^ 

-iiA> -Tiz-r u>5^TiiA. s-^^/\°^-;k 

^^v;>^7it#frfe,tl> ^*^#M3tir^i:LT«, l^i?T^X^P-;k imrrz' 
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CHF- 1 0 3 5. W^^^7i-^yX. &t^^7yyT>^y. ^^Vz:>?> (mo 
xon i d i ne) , P>'x4^v>^> (lofexidine) , :^^U^+y 

15 mm^mRnmthxit. TP>^uy-;k :t4^v:/uy-;i^^7j>t^ife.n, ^ 

mk7m'^v')0h.. ^x>^;^7U>^A, 
ifimi^n^o :Ln^<DmAu. mz.\t-mmm}^^. mmo^mzm'^x^^'K 

s G L T 2 ^mm^. < >x u >x«-r >x u ymmw. ^jitj ziy^mi^ 
ry^ zizLT. h , -r >x u y^mw^-r—^f-prnM. v u ^:7°5^>?;u^7'^iS^— t? 
I iPl^^, tf I viawm. :/P7^-r>5^p>'>7}^7^:7T 

tf- 1 Bia^^> ^^u p^>*xzNU ^— tfiM«S> 6 -zhx:7 

^::h-1fPJ[$^> JFF«ff^P£^m. D-;^j-r p-T / v h-M ^')n^y'kjmm 
if- 3 -Jym^-^^ H - 1 , =f >=m^-/5^ H - l ^ii: 
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m^*D-ii-^(D;ow*b<, >x u v^gtiii^i^, mmMmm. y^iry-r^}^ 
m. tf ;i/t: >m^t F nyi—\£m.mm. mmmRmm. B-ti^u^ /=^h- 

10 zlym^y"^ H - 1 mm^> ^)Vts rf H - l T rf::iX h . T ^ U T 

> If ^T:^-r Fm. >X U S G L T 2 ^gttia^^^ScfcU^V >x u 

m^^tm^m. mmnm^. \i^7-r^Ym. -r>xu>^?Miim, sglt 

5^^:/^':^;i/^>''^iS^— t? i vpi*^. y'u^-{ y^ayyvi^xyy^—^i- i b 

y)]^c^ h-7.-\iy.^xyT^—iimmm. \fju\iym'T\:i\^oy-r—^m.^ 
mmm. -dym^-f^f- h - 1 > d'>^^y^ f - 1 y;i/:^3 =f 

m> r-T5yi#^^^#:7>i5^=f-XF, :^ F U "^A^^^ >:r^;i/T>i5'3f-X F 
, te^H^N F - K B la*^, A/'-T-lr5^;Kb- a - U > 

^ F-7>-iy F->^^y^^-iflS*^. >X U >tl^£SH^- I , jftL/hlSS?!? 



wo 2005/095429 



PCT/JP2005/006702 



45 

®|##:, ^^Jzyy^ 5-t: FP^'>- 1 -^5^;H:i^'>h-r>. EGB-761, 

ii^-^a^jw 7.D5='^>'h\ Y-12 8, ±mm. mym. 7>z^-^y^>>'>^ 

IJ >t:jxx f, /33-T Hi/:^-u >^mi^7zf~7. hii^zf^mmmm-^^^u^ 

25 ^ffl^n^o ^®d;'5/ci:^M<hLT«. M^it. mm. mmMu »m f^-tv 
mitrnfmi-^mi^mmm^^t^mAiimm mA.it. iii^^iimwo9 9/100 
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1 0^/'^>yUy HI^^^^W0 9 9/2 6 6 0 e^J^^yyUy !^m2 0 

0 1 -2 5 6 7Wj^m) h^^n^o 

mm. mmm. ^^^m. mnm. mmm. mmim. mmn. mmm. % 

:^mm (D mmim^ ^mmo^m ^zm^^^m-^. ^(Dm9M^x$>^ mm—^^ 
10 ( I ) x'^-^n^it-^m^fcu^cDmm^miznm-^n^^. ^vi«^n?>©:/D 

^^^n^75^\ Mn^-^cD±J-^;j5cAl B^fcDHittaO. 1-10 0 Omg (D^MX 
> ^ma^^(Dm^it. fiKAl S^/i«3«*3i0. 0 1~3 0 Omg^lSIlT, — IhI 

^Tz.uwc.miz'^iirxm^i^-^r^z.t-^^x^^o mcDmmtU'^iD^xm.m 

:$imm(Dmm^ur<Dmmm^^zfm.mmx'^i^izmm\zmm'r^^^. ^^m^^ 
20 ■^(D\^mz^K&-^n^'h(Dxmji\^^o 
mmm i ) 

X@l 

2- (4-:Ah^zy^>z^)U) yj^:=-Jl 6 - O- h U >'x-;U^^;i/- j3 -D- 
25 2- (4-p< h^>'^>>';i/) :7x-;u iS -D-^^';i/ntf^/s^F (i. o g 

) , h'JX5^;i/T^> (0. 4 8g) *5j;tJ^'4->?^5^;UT^y tf U>?> (0. 0 
3 3g) (DN, N-i^^^'^JU^JlAT^ H (1 5mL) mm^Z. MUX^uahO 
y:c-)\y^^> (0. 8 1 g) ^mxfco S'^-e— Bfeai^L. Rlt-M^^'&7K'^\Z 
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mmi^. mmt-^m (i. 5g) ^m^. 

5 X@2 

2- (4-7^ h^S/^Vv?;!/) :7xn;i/ 2, 3, A-h^) -o-^yV^ )V- ^ 

-i5^;i/ntf^/vH (1. 5g) 43ctt;^h!U>?> (1. 9g) (DJfc^ibp<5^lx> (2 

10 omL) mWizm^xmt^y'/^ )\^ (i. 2g) ^tfAX. •M.ux^mfm^i^tz. 

^^>^x5^;i/x-5^;i/ (5mL) (5mL) ^iPA> ^^TSBtrBl 

15 (SHI) , 43j;tJC|g?P:felt7KT?5fe?tb> *67K«Vif:^>^'^AT^^tbfCo mWk^ 

it>/i^^x^;i.= 3/^i~2/i) \zxmm\^. mmt^m (o. seg) 

20 2- (4-^ h^>^^>-:^;U) v'oix;!/ Q-'r^^y- Q-y)V^u-2, 3, 

4 - h u - o-'^>y-r /3 - D - tf ^ y V H 

2- (4-p^ h^'>^>>?;i/) :7xx;i/ 2, 3, 4- i-u^>y-r;i/-i3-D 
-i^;nitr^y>'H (o. isg) (Dmty^^uy (lOmD mWiz. - a ox: 

{zyJLj-)V7^J) 1t;i/:7T- hU:7;l/:tU H (0. 14g) ^Jp^;^o 

$3u> m^^t^<^ (0. 0 6 2 g) ^ntzo 

'H-NMR (CD3OD) a ppm: 
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3.63 (3H, s), 3.65-3.80 (2H. m), 4.35-4.52 (IH, m), 4.52-4.75 (2H, m), 
5. 60-5.68 (IH, m), 5.70 (IH, d, J=8.0Hz), 5.77 (IH, dd, J=8.0, 9.6Hz), 6.08 
(IH, t, J=9.6Hz), 6.50-6. 60 (2H, m), 6.80-6.90 (2H, m), 6.90-7.05 (2H, m), 
7.10-7.26 (2H, m), 7.30-7.7.39 (4H, m), 7.40-7.45 (2H, m). 7.45-7. 60 (3H, m), 
5 7.75-7.83 (2H, m), 7.85-7.90 (2H, m). 7.92-7.98 (2H, m) 

2- (4-p< h^^v^ >>?;!/) y:iL-)V e-y'^^zy-6-y)l:tU- 0-D- 
2- (4-^ h=^^^>^>v;i/) :7x:n;i/ 6-y':t^>^-6-yjl^^u-2, 3 
10 . 4- hu -o-^>y-r ;i/-/3 -D-i^;i/3tf^y>'F (0. oeig)©^^^ 

(imL) mmiz. mmv-^h^j^Ay^h^zy}^ (2 8%?*^^y-)mm. 
0. 0 3 4mL) &jp^, 6 ox:'V2mmmwi.rz. ^jtw^^^^^mmrmmv. 

;i/=2o/i) TffiMu. mmt'^m (0. oisg) ^mt:Lo 

15 'H-NMR (CD3OD) 6 ppm: 

3.30-3.52 (3H, m), 3.52-3.65 (IH, m), 3.74 (3H, s), 3.94 (IH, d, J=l 5.1Hz), 
4.03 (IH, d. J=15.1Hz), 4.59 (IH, ddd, J=4.8. 10.2. 47. 7Hz), 4.64 (IH, ddd, 
J=1.7, 10.2, 47.8Hz), 4.90-4.95 (IH, m), 6.75-6.85 (2H, m), 6.85-6.95 (IH, 
m), 7.00-7.05 (IH, m). 7.05-7.20 (4H, m) 

20 (MMM 1 ) 

h h s G L T 1 mmm^mmmum. 

1) tlhSGLTl (D!7U — ->^^^ZSm'^^^'^—^<Dm.^m:A. 

b h/MiiS5l50)^.RNA (Or i gene) :t U :3'd T^:/^-r 
T«^b. PCRitifSfflcDNA^-r:/^U— ^f^^bfco ^KDcDNA^-T^ 
25 ^U-^^Mi:bT, He.d i g e r ^tCctDfg^^nrct hSGLT 1 (ACC 
ESS ION:M24847) (Dl^ffi<h2 0 0 5#*T©i^^Ba^J>£P C R?*{C 
ckOiiiliib, pcDNAS. 1 (-) ( I n V i t r o g e n) (Dt;1/^^D— - 
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2) \ihsGLTi^^mmw(DmiL 

ti HSGLT l^ii^^^-^S c a I TmbTaM1;^DNAi: CH 
0-KimMizV^yj^^i^3 (Effectene Transfecti 
5 on Re a g e n t : Q I AGEN) ICT^Ab^Co Img/mL 04 1 8 ( 
LIFE TECNOLOGIES) iZX^-'t^^ iy>m^mi^W^"^. f^izfi-T-S 

5?DjA^?gi4^^b^c^^ii^L.TCS 1-5-1 lD<hU 2 0 0 

mL(DG4 1 Sj^ffiT-Ci^^Lfdo 
10 3) ^5^;i'-a-D-i^;U3t!^y'>F (a-MG) ^Dia.^ffi§^tt(DSy^ 

9 67^:^1/- M:iCS 1-5-1 ID^SXl 0*M/7^TS@L. 2 0^ig^ 

ZmUmt^O^yj^. lmM±gib:^;i/x'i7A, lmMit^b-7^*T>^>r:7A, 1 OmM 
2- C4- (2-t:Ho^5>X5^;U) -l-kr^^v-;W x^>x;i/i^:>^, 5 
15 mMhUX (t FD^i/^^^;!/) T^yy^><^-^tfM«^pH7. 4) # 

(S i gma) <i:''C (Am e r s h am Pharmac 

i a B i o t e c h) (DQ!-MG^g'&^^»^-M7^nmM(h;^j:^J;-5t:i?glab 

20 mmm izmmit^m^^^r^^i^mi^mmmm^. &mm d j^^m^m iz\tmt-r 

25 • ^IX 0 1 7^:^ 0 7 5 M L -r^JPX. 3 7 t:T#ttT^o 1 Btr^lt^fC 

m^mmmm^m^L. i Tt^fco i s o w LcDi^t^t^Mffi^s ( i omu^^^jv 
a -MG ^^t^mmw^^mmmm) x-zmm^-r^. i'r:mrzD7 5ul<d 
0. 2 mo \y-L7miti-h'j^i^xmm^mmi^. '^(Dm^\^n-yu-b (Pa 
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c k a r d) {C^To 15 0 L ©-^-r ^ P 5>>^4 0 (Packard) ^JPA 
TMfnb, -^^^nzyy^-U—^^a ytJ^yy^^^— hy^^ts^yh (P a c k a r 

t h s G L T 2 i^mmimmmtm 

10 1) t hSGLT2©^P-n>^*5<fct)C%ig^^^i$'— ^(7)*!^*^;^ 

t hWliSJfeO^RNA (Or i gene) ^, ::t-U =fd T^y^< V-i b 

^U-^^M<hbT, R. G. We 1 1 s e>tcd; Dlg^^n;^ t h S GL T 2 (A 
CCESSION:M95549, M95299) (D2^^^^2 0 3 9S^W±i 
15 SBH^J^P CR^J^ctO iitib, PCDNA3. l(-) (Invitrogen 

2) \lhSGLT2^^mmW(DmiL 

t hSGLT2^^^i^i57— c a I 7??^<bLTEiitfeDNA^b;feft, CH 
20 O-K imiJiSl;iU^:7a:^^>3 (E f f e c t e n e Transfecti 
on Re a g e n t : Q I AGEN) {;iT#AL;^o Img/mL G418( 
LIFE TECNOLOGIES) {ZX^^-f^-i v>B'l4*ffll}a^^#. ^Mif ^ 

25 G4 1 8#^ET-rJg*L^Co 

3) ^^;u-a-D-i/;wptf^y (a-MG) ixDii^ia^^ttoaij^ 

9 67^:7'l/-h{;:CS 2 - 5E^3X 1 omyT^Xmmi^. 2 BP^^^Lfem 
«OjA^^^}C#tb^o IXOii<^fflllffi?i^ (1 4 OmMi^fb:^-hU':>A, 2mM 
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mt:^ U OA. 1 mUmttlJVi^OJ^. l mUmt-^^^-i^OA. 1 0 mM 2 - C 
4- (2-bHo^vX^;i/) -l-hf^^i^-;W XiS^>x;Uj}N>m> 5mMh 

^;W* (S i gma) ^'^C^^;U#: (Ame r s h am Pharmacia B 
5 i o t e c h) (Da-MG^&^M&f}^lTnMtU^^o{zm^LXWMlyrcc U 

mt^mtz^^^jv7.)vy^^zy \^\zmmvrzm. mwi^izxmBi^^i^x i mM 
^ 1 Tt^rc D 7 5 M L-r^jp;! 3 7 t:T#fibfeo 1 nmk^zm^mmmwm^ 

iTt^fct^ 1 8 0 ML(D?$fe^ffli^«?^ (1 OmM#^^;i/#:a-MG^#tJ'S 
15 i^^Oj^i^ffli^W?^) T2(lI^?l^bfeo i;A:^;^Cl 7 5 jtiL©0. 2mol/L7ic 
^'fb::^hU'^AT«^Mb, t°3:7V- h (Packard) (C^b 

1 5 0 iaL(DV-r^P>^>^4 0 (Packard) ^JP;lT^g?nL, T-T^ 
a>'>5^l/->'3>;ty>:7>iS^- h-/y:^3':7>h (P a c k a r d) {^TSfi[|tfe'(4 

20 T, Hitl^fb'&tKD^ji^t^iStt^ ^ a - D - hf ^ y S/ 0 jA^^^M 

•^n^ bfeo a - D - ^;H3 tf ^ y F®rx o ii^^ 5 o % 

[^1] 





ICso^itt (nM) 


^Jt^Jl 


8 6 
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1. Tie-is^ (I) x'm-^n^yy:.y-)mm^^rz:\t^<Dmm^m\zf^'m 



10 ;u) hFn:^5/ (c,.67;wi/) 5>Ty (c,.6t;1/^;1/) 

C3.r>^PT;u^;u-o-, C3.,i^i:7PT;i/:^;u (c,.6t;u^;1/) xtic 
3.7v-^pt;wI' (c,.6t;1/3^>') ; 

20 Cj.fiTJU'^r-;!/*. C2.6r;U4^::i;US, C,^T;UP4^i>». C^^7)Vtr:=.)V:t^iy 

(c,.6t;1/3^v) s> /\p {c,,,7)V^)V^^) tHn^^s^ (c,_6T;p^;i/ 
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5 v-w-N (R^) -z, xitmmt^mti^xTmmmm^af)^ibm^-^n^iiM 

<DS^l~3jBWbT^iTt>ctViTfBSi^« (i) - (xxv i i i) TafeO ; 

(i) c,.,,TV-)im. (i i) c,.,,7v-)v-o-. (i i i) C6.,oru-;u 
-S-. (i v) Ce-,o7'J-;i/ (c,.6t;i-^;W (v) C6.,oTU-;i/ (c,.6 
t;1/3^'» (v i) Ce-.oTU-;!/ (c,.6t;w4^;p^^) (v i i) 

10 OTU— (v i i i) ^T^DTU— ;l/-0-> ( i x) ^xOTU— ;i'-s 

(x) ^7^DTU-;i/ (c,.6t;i/^;w (x i) ^t-ptu-;1/ (c,.bT 

(x i i) ^^DTU-;!/ {C,.i7)V^)V^^) (x i i i) 

C3.r>iJ7DT;i/^;i/*. (x i v) c^^-y^u7)V^)V-o-. (xv) C3.r>^ 
or;i/^;i/-s-, (x v i ) C3.r>^i='7;i/4^;i' (c,.6t;1/^;I/) (xvi 

15 i) C^.^iy^ur)V^)V {C,.,T (xvi i i) C,.^i^'^UT)V^ 

)i (c,.6t;i^^;i/5^^) (x i x) ^7^pv^pt;I/=^;u», (xx) ^-t-p 

>^iJ7P7;i/^;U-0-, (xxi) ^5=-P->^ Py;U^;U- S (xxi i) ^ 

5^p->^ot;i/4^;1/ (c,^iT;wi/) (xx i i i) ^^u-y^ur)V^)V ( 
c,.6y;i'P4^e/) (xxi v) ^t-pv^pt;p^;u (c,.6t;wi-^^) » 

20 > (xxv) (XX V i) ^#;Km^icT^y (c,.6t;1/4^;1/ 

) (xxv i i) 5§=§;^^t^r^y (C,.6T;l/Zi=^rv') SX« (xxv l i i 
Wit. -co-. -SOj-, -C (=NH) -X^m^g'&TfeO ; 
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-R\ -coR\ -so,r\ -con (r'^) 

R^ -CSN (R"^) R^ -SO^NHR^X^-C (=NR^) N (R'') R^^TabO 

R^ R\ R'RzSR^'it. niLi.x. ymm^. Tfagj^»i¥/3/?>^bji^$n^ 

^$n^^lc(DS^l~3^ilWbT(.iTfe<i:ViTta«i^S (xx i x) ~ (xxx 
i i) T^D ; 

(xxix) Cs_ioT'J— (xxx) ^T^oTU— (xxxi) Cj., 
iy^UT)l^JlMXit (xxxi i) ^y^Uzy^ uyjV^JlM 
10 ^l^^fi. ZR:tXR'';0^'l§'&bTPit-r^^mM^<h^t{3, Tfa«m»# « 

l~3f®WbTViTt)d:ViT&B@^» (x x x i i i ) ~ (x x x v i ) T^O ; 
(xxxi i i) C6-io^'J~"''^^> (x X X i v) ^T^DTU^^l/^, (xxxv 

20 ) C3.7>'^D7;i/=^;i/SX(s (xxxvi) ^•xnv^DT;i/^;i/S 

R^ R''Rt)^'R'=«. ^VlLT, 7j<^M^. vT/S, ;^;W^~*-r>i|/«, 

e/jp*. c^.^r)Vu^iyi:i)V^f^:=.}vm. C6.,oTU-;i/ (C2.7T;i/r3 4^>':^j;i/3i^-;i/ 
R^msR'ffi^^^lyx:Ii^u>m^'m^v ^b<« 
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OH 



10 2.TT;i/n^5>':t;;i/3}^-;u (c,.6t;p4^;1/) tiKa^S/ (c,.6T;i/n:^v) 
y^y (c,.6r;u^;i/) r^y (c,_6T;i/:3^i/) a, ^yx^iv (c,.6t;u 
r^ys. ^:yx«>>^ ctiHp+>- (c.^yjv^ji) 3 y^ys, c,.6t;1' 
c,.6T;wi'X;i'jjN-;i/Tsy«, c,.6T;wi/x;i/ji^n;i/r 
sy (c,.67';i/^;i/) m. c,.^T)in^>^ti)i-!i^=-)i'm. xjuyr 

15 =e^JlM. Rn-CON (R") R' 

(c^.,y)\^n^i^) AD (c,_6t;|/=^-;I/^^) fcFP4^'> (c,.6T;i/3:^ 
>-) kHD4^>- (c,.6t;u4^;|/5^^) T^y (c,^y;i/:n+'» s> 
20 y (c,.sT;i/^;i'5^:t) ^yx«>^ (€^.,7)1^^)1^) TB.ym. tyx^ii^ c 
tHDc^v (c,.6t;1/4^;p) ] y^y», "^Whrn x;1':7t^h»> ^yxfi 
5^ (c,.6r;i/4^;w "^i^-yh*. ^yx«v CbFn^v (c,.,7ji^)\/) ] -i^i/ 
^yx«>? (c,.6t;I/+;i/) x;I/:7t^h»> ^yx^i>? ctHn^^v ( 
c,.6t;wu) ] x;i':77^HS. c^.^Tv^UT^ys, y^y (Cj.^Tv'JI/T^ 
25 y) Ci.,y)V^jixji^zLj\^m. Ct.,y)U=^jix)i7iK~)vy2.ym. tuw-^'e 
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-CON (R«) R\ Rtmm^&tvxmtmi^mma^^^MR-^ti^ 

{£^®»>& l~3MWbTViTt)ck(^iTtEffi^» (xxxvii)~(xxxxv 
i i i ) ; 

5 (xxxvi i) Cg.ioTU— ;P*> (xxxvi i i) Ci.^oT ^J—)l-0-. ( 
XXX i x) C6.,oTU— ;i/ (C,.6T;1'3:^5/) (xxxx) C6.,oTU— (C 
,.6T;U^;1/^:^) (xxxx i) ^T^PTU— (xxxx i i) 
TU— ;U-0-, (xxxxi i i) C^y^^ n7 JU^JVM. (xxxxiv) C 
3..,zy^u7Jl^J]/-0-. (xxxxv) ^-^-n o7;P^;i/S. (xxxxv 
10 i) ^5^0 5>^^pr;i/^;i/-0-> (xxxxv i i) mm^7^y&Xit (xx 

XXV i i i) ^mmm^T^ym 

15 (DS^l~3{@WL.Tl/iT'foJ;Vijlg^^T^y»^J^^Kb ; 

, t:KD=irv (c,^r;i'n:^^v') T^y (c,.6t;1/3:^-v) ^r/xti-:^ ( 

C,.6T;WL') ^yxti>^ CtHn^^v (C,.,7)l^Jl) ] T^ys> 

ctHD^t^v (c,.6y;i/^;w ] "^ix-YHm ^/x«v (c,.6t;i/4^;w 
^'T^H*^ ^yxt*>^ CtFD4^'> (c,.6t;wi/) ] xju-yT^H*, c^.^^ 

25 , i^Jl^^iyM. C2.7T;i/3^'>:^j;i/3j^-;i/S, S.t/-CON (RO R" 

,.,7)u^)\^) AD (c,.6T;n]=t^v) tFD^-> (c,.6t;i/+;w c 
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75. y (c,.eT;wi/) T^y (c,.sT;H34^v) "E/x^tz^ (c^.,y)V 
T^y», ^yx«5^ ctKD^^v (c.bTji/^^;!/) ] r^y*, c.^rji 
=^)i^x)U-^=.j\^m. c,.57;i/^;ux;i/4^::i;i/7^y*. C|.6y;i/=\^;i/;^;i/7j^^;i/7' 

r^Slo^^r*^*, miLVx. 7i<-mmi^. x«7m», r^ys, ^yx«i^ (c 

10 M#*^'*s^bTpg^-r^^5^M^^^{c, imm. 7s.ym. ^/x\t>^ (c 

15 2. G^^'i3-D-^5^;untf-7ys/;i/»T^^> ffijf^JSiwB^cD^'xy— 

C^^7)V^ZL)Vm. C^_,T)V^:^)Vm. C^^T)Vu^iym. C,.,T)V^=L)],:t 

20 /NP (c,.67;i/n:^>') s> /NP (c,.,7)V^ji'^^) tFP^v (c,.6t;1/ 

«t:FP^v (C,.6T;WU5^:^) STa5^> W^JS 1 X«2fB«(Z)7xy-;l/^ 
25 >'xy-;HII^#:^fc:«^(DSiii^Wt::lf^$n^t^. ^ViJi^ne)(7)7°P H^iy 
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o 

T?t'i4ia$^jo 

5 7. SGLT^^'SGLT lJ^D^VXtiSGLT2T-a&-§), Bt5t<Jl6lB«Ot b 
SGLT^M^^Jo 

10 10. i^jfiL)(t^tciEH-r^^S7&^, "^mm. wmmwm^ ^mm'^^m^. jje 

15 11. %mm.wmm(r>m^^^(owfim.±-n'^^^. mim^%m.o^mmm. 
1 3 . m^ti^mm.nm^^ ^ . m^m e tamco t h s g l T^^m.^mo 

1 5 . m^m 1-4 (DHnmztm.(Dy X. j -)\/mm'i^^tz.\t.^(imM^^ 
25 16. i^jfiLM;^(c^ia-r'5)^S/0^\ mmm. %mm,%%. mmm'^-^mm.. m 
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<D. m^m 1 ~ 4 (Dmm^zmm(Dyj^j -)immi^^rcit^(Dmm^mzn^-^ 
2 0. Msmmzmm-r^mm-A^. m^m. mmmmn. mmmm^m^. m 

15 fflo 

mMm i'-^4(Di^m^ztm(Dyx.y~)immi^^rM^(Dmm^miz$m^n 

2 2. >x u >m^^m^m. mmnRwrn. if^r-r-i \^m. -ox u > 
20 'Mi^mm. s G L T 2 mmRmm. u >x«-r >x u >^^f*, ^vu;^ zf 

'^^S^S^^:^— if - 3 m.mm. ^)Vts n^^t^T'^^ H - 1 . ^)Vtl P>^^y5^ F 
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>^)V7>-^zs~7. V , K^H^ N F - /c B mmm. mm.mkimm\mm. n- 

>, EGB-7 6 1, tf^i^D^EJk XOt'^v'H, Y-12 8, 
x:7T-'/P7=-r>iaW^> U>i^^r->y::^— tfPJl*^m> ;^j;Pr:5^>A';i/5 ^-r;^h 
^, ;^;Ux'^Al^irL^. ik«=te55WJ£^> 3^t^#M»r^, ^2 
20 TfcC-S. If >f<^ 5 fBi^cD|S^«^o 

>^^^T v^s' p*xx F > >x u y^m-w^-i—'mmm> f u ^ >^5^>';i/^:7° 

25 if- 1 Bia$^, ^^U 3y>:j^X7J^U ^-ifia«^> i/;UP-X- 6 

F py■:^— ffFi»ff^fePM*^. D-i:]^u^yy l — nyy 

^^mm^-r—if- 3 i'';u;^7 3f>'ii^y5^ f - 1 , ^jitizfym^-^^ f 
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5 7-t5^;Kt:- a - U >^ h - T -7 F - >?^-7°^y— if iaWm> -f >X 'J >tI^S 

fiKfiH^, :^;i/n^>M^#:, "^/U'^V, 5-t:HD:^^>'-l-p<5^;l'ti5^>h'r 
>. EGB-761, tf^r^Dt;!/, XPx^vH\ Y-12 8, ih?i^. ?^T^ 

3 i/X5^D-;i.PMia*M, u 5 ^ n V-A h U ^ U -fe U F h ^ > 

^>X>'3i^-if|5E*^, 7.^T^>'^fiKS^miffl$^. {Sit«U>i^Se^^#:ti?^ 

iS^^, x>F-trU>^^^mia#m, x>F-feU>S^#:T>iS'::ixxF, fU^ 

;^f;i/'>'^At§tn:^, ifiL^»i4te^> ^m^mmm. ^mjm.^m. a, 
20 - T F u >^^f*T p -X F . msk^mM. mm^mmm. mmmi&mm 

xtii ^ . m^m. 6 $mo) t f s g l Tf^msmmc 

2 4. -iyxvym^^m^m. mmmmm. \i^'r-^^\^m. -iy^y 
'M^mM. s G L T 2 mmK^M. >x u >x«-r >x u >^^#:, ^ivts p* 
25 y^mi$^7 y^ p'xx f , ox u >s##:4^:^-if ^y^^. f u ^y'^i^ji^-^ 

■^7.yT^—if- 1 Bia*^. ziy>4^x>i^u ^--^mmm. ^jm-x-e 
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10 >, EGB-7 6 1, t:^:^P^:;K T.Uy'^zy}^. Y-12 8. J^T^ 

^>x:7x^-ifia$^. 7,^^Ti/>^^^i^ia^m, fmsuzt^Mesm*i^?t 

20 iUinM. x> Fiz u >^^^mia#^. x> Fiz u y^m^^r y^ rfxx F> ^ijm 
ti)\^y'Oh.mm. Mm^mm&^. ^m^wimm. ^mm^m. a, 

25 2 5. >7. u ym^^m^m. mmmmM. \i^'T-r-< Fm, -r >x u > 
^mumm. sglt zmmRmm. -iyT.^jyxit^yxvymmi^. ^mzt 
y^mwr y^ f , >x u y^^i^=¥i—^mmM. f u ^y^>?;!/^y 

5^3^-- tfi ilffl*^, i^^y^^i/Jl/'^^'^^y-if I via^m. y'ay^^y^nyy 
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^iNXy'r^-if- 1 BPIWM^ ^^'J ny>/j^x^U ^-ammm. ^';i/n-x- 6 

^}^\^ay±-'i£m.mm. ummmRwrn. D-i:j'in^ /zyh-jw ^>j=iy> 

>^^;i/T>^d'-xh. ^^H^NF-KBiasm. mnmrnimmmmm. n- 

>. EGB-761> tf^^D^;i/, XPt^^v-F. Y - 1 2 8, ilUTM 

n ux^-u-jimmEmm. u /N^-if ^ p y- a f u u -t u f f ^ > 
^>7.>'x^-ifia^^, 7s^yu>^0^mmm.mm. fgjtaujj^sa^^^Ji?^ 

t^tm. x>F-feU>^il»miSS^, x>F-feU>^^#:T>iS7::fx7>F. ^iM 

tijiy^/^^tfm. ik^^m^^&m. ^m^mmmm. ^mmnmm. a, 
-TFi/-^u>gw<*7P^xxF. iriik^mm. mm'^mmm. mmmmi&mm 

2 6. >x u >^§'i4i^^t^, ^pj:iRis$m. ^d^^r-r-i Fm, >x u > 
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^x:7T^-if- 1 Bia*^. ^^u 3^'>zKX7}^u ^—^mmm. ^vuzi-x- e 
'T\i\^udr'r—i£mmm. ^m^^mmm. D-ti^u^ ^^)ny> 

>^;i^T>iS'=f:nxh, ^^Eg^NF-AcBPi«m, i!&«j§^'fb^^ia§^, at- 

15 EGB-7 6 1, t*^^P^:;k XOx4^vF, Y-12 8. ihli^, JiT^ 

j33-TFl/:^U>S##:Ti3— Xh, T v;U3X>if-r AA : Zi 1/X7=-P 

i: ux^u-MAmmm. u /i-if 5 ^ p y-A h u ^j^^u -t u h h ^ > 
20 xxT-yp7^-f >ia*m, uzt^^^^y^-- tfia^^. ;^';u:^5^>/n°;L'^ ^-r;^h 
:=.n^ymmmi^. mnm^mm. -rhv^A^'is.m.nmh^yx^-^-m. 
mm. ni/X7^p-;i'Xx-x;i/fej^iS'>A^ifi#^, ^'^wmm. ryy-t^yy 
ymmmmmm. >t"i4x>H^7°^^--tfissm. yyy^'j-yyyi i^mw 

t!)vy^h,i^i^. jfiL«fte3stti^ffi^, ^m?mmmn. ^u^^mfm. a. 
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2 7. 'k^mjmmum(DmMm.)^m^mm.-t^t:i^<D. (a) w^3Ii~4 

T-r-i < >x u >m'i^^m. s g l t 2 f^m^mm. -r >x u >x«-r > 
^, h u ^■7°5^>';i/^:7°5^37'— I i^^-7>>?;u^y^y— tf i via* 

^ivtiziym^':f^ K 1 -^iit#^> ^;i/:^p''>a^y5^ H- 1 tp'^x u 
X T^^)ymm: T5U>TP*:^Xh, T;i/H-XM7C^mM§m> 

Xh, :hh'J'^A^^>:^;i/T>:$'d'-X ^^H^NF- /c Bia^m. Wiii 

•< >X U >M«H^- I , JfiL/h^S*frKftH^> jfiL/jN«* 5l$^!KfiH?^ii:#:. 

20 -p<^JUt^>h-r >> EGB-7 6 1. tlt^P^;k XPt'+vH^ Y- 1 2 

AA : 3i/X5^p-;i^T>';u«^5^Pmia*m. ':ru^n-)V. ^m^Tirs)V^y^ 
^#:TP^xxh, pi/X7"p-;i/PMia§^. u/\°— tfiaw^, s^py-Ahu 

25 U -fe U H h ^ >X X 7 - X°P >m*m. U :!J^4^ if Pl^^. ;^ ;|/X^ 
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